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Abstract 



Piperazinyl derivatives of the general formula I 



(I) wherein R1 represents substit uted 



phenyl, 1- or 



® 



2-diazanaphthyl, azadiazanaphtyl or diazanaphtyl groups; n is 1 , 2, 3 or 4; X is -O- or UzU wherein R2 is 
hydrogen, C1-6-alkyl or C3-8-cycloalkyl; Y is =0 or =S or =NZ wherein Z is hydrogen, C1 -6-alkyl or -CN 
and R3 is selected from a group consisting of various structures have been found to exhibit high affinity 
for various receptor subtypes including the 5-HT2 receptor, the 5-HT1 A receptor, the alphal receptor the 
dopamine receptor or a combination of these and may therefore be useful for treating CNS system, 
cardiovascular system and gastrointestinal disorders. 
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Description 

It has long been known that serotonin (5-hydroxy-tryptamine, hereinafter referred to as 5-HT) is a 
neurotransmitter in the central nervous system (CNS). In particular, over the last decade intensive 
pharmacological research directed to serotonergic neurotransmitter functions has taken place. It is now 
generally accepted that in the CNS there are at least five different subtypes of 5-HT binding sites or 
receptors, which types are identifiable as 5-HT1A, 5- HT1 B, 5-HT1C, 5-HT2 and 5-HT3, respectively. 
Differentiation of the 5-HT receptor subtypes is mainly based on their binding characteristics as 
characterized by specific radio ligands. For example, the ligand 8-hydroxy-2-(di-n-propylamino)tetralin 
(8-OH-DPAT) binds with high affinity to 5-HT1A receptors, while another ligand, a 2,4(1 H,3H)- 
quinazolinedione derivative (adopted name: ketanserin) exhibits high affinity for the 5-HT2 receptor 
subtype. It is worth noting that none of these synthetic ligands have any chemical resemblance 
whatsoever to the physiological binding partner, i.e. 5-HT. For a recent review of 5-HT receptor ligand 
interactions reference is made to RA Glennon, Neuroscience and Biobehavioral Reviews, 14 (1990), 
35-47. 

The recent introduction of buspirone having a selectivity for 5-HT1 A receptors, as an effective anxiolytic 
agent (U.S. Pat. No. 3,717,634) into the United States marketplace has stimulated interest in 
development of second-generation anxiolytic agents. 
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This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 
JZblurred OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

.0LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



